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SELECTIVE CYTOTOXIC AGENT 
AGAINST HUMAN TUMOR CELLS 
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TRACT : PURPOSE: To obtain a cytotoxic agent which comprises a specific antimycin and a 

medically permissible carrier, thus has high selective cytotoxicity against human tumor 
cells with side effects reduced. 

CONSTITUTION: The cytotoxic agent comprises (A) antimycin A 1a of formula I (R is the 
group of formula II or formula III) or antimycin A 1b (R is the group of formula III) and (B) a 
medically permissible carrier. It is preferred that the dose of this cytotoxic agent is 0.01 to 
4 mg/kg body weight, day in adult. The component A is produced by culturing a 
microorganism in Streptomyces. 

COPYRIGHT: (Q1995.JPO 



♦ 




U9>B*HWMW <JP) (12) & gf| 4f 1*F 2t ^ <A) (lUttffiimSHW* 

^¥7-196489 

(43)&BBB ¥1*7^(1995) 8 £1 B 



(SO IntQ* 






F I 


XX VW -rfX'J * US W 


A 6 1 K 31/335 


ADU 








C 0 7 D 321/00 










// C 1 2 P 17/08 




7432 -4 B 






(C 1 2 P 17/08 










C12R 1:465) 








if#3i<Z>&l OL (:£ 5 H) 




#fiS¥5- 338693 




(70dJ«A 


000001199 




5^(1993)12*5 28 0 




A^^#^m^*K^»T 1 T@ 3 #18^ 










^*Smo<t^rUS^lTe25#14^ & 










sea 










^^^<f^i^#lTa25Sl4^ « 








<74m^A 





<54) [sgipjo^so t h®^ffliatr*r*rsa^waiflapssffli 



(57) fflfctf * mi£] T =£ 




T^f-*7-f^>A (b fl = — CM,— CM C_ 3 



DOCID: <JP_4071964S9A_L> 



—727— 



4 




t ^ *^ w y ^ A 



R = — CH 



CH, 



'CH, 



T V " T -< •> V A 



lb R=-CH 2 -CH 3 

CH 



[0 0 0 13 

«r >^v-f >-> Ai , ^<fcrx/^r^«y >^ v< -» a 

CO 0 0 2] 



3 

[0 0 0 33 

[00 043 

[0 0 0 53 
[ft 2) 



MSOOCID: <JP_407 1 96489A_I_> 



-728- 



o 

II 




4$H¥7-1 9 648 9 



NHCHO 



t^^^-i y y A 



CK 3 



I 

R = -CH ^, ch ^CH 3 



T > ^ V < V A , b 



R = — CH 2 — CH 



' CH 3 
** CH„ 



[00 0 6] a? 

^StbT^llB^nfe^^S (Dunshee, B. R.$, 
J. Am. Cheuu Soc, Vol. 71. 2436 (1949)) X$>0. 

^^t>5 i ^<v>ai , r>5 L -7-r-»A2 , 
enrv^c^ 1 9 8 7mz7>^-< ->>Ai uy> 

J-^-i >>Ai . <h7 >^V<f ~» Ai t (Oig^8n?** C 
<h (Abidi,S.L. I?, Magn. Reson. Chetn., Vol. 25, 10 
78(1987)), $6tCl 9 8 8^(cM**SHP L C»::<fc 0 
T>^V-f>->A2 teT^T-f ->>As. i:7>fT>f 
5">Aikfc:. 7>^T-f'»A 3 Ht7>^T-f S^As. 
iT>^V< '»AabIC, 7>^V-f 5/>A« fct7>^ 

y>Aot7>^ ->>A«b tfc-wvenfl-tts 

n5it^6A^l:ftofc (Abidi. S.L. Sp.J. Chroma 
tog., Vol. 447, 65(1988)) . 40 

[0 0 0 7] 7>?T>f-»AflD^ttril ±g2*ft 
*trf^fflw«fc, »Affffl*J:r«^r:f^ffl (Kido, G. 
S. ^.Science. Vol.112. 172(1950)) , iSMfe (Derse, 
P.H. Nature, Vol. 200, 600(1963)), 
(Strong, F.M. Topics inmicrobial chemistry, Jo 
ha Wiely and Sons, Inc., New York. (1958)) , IriV 
^Uirtt (Geary, T.G. 5?, An. J. Trop. Med. Hyg., 
Vol. 40, 240(1989)) Atft&tlT^S. ffflJSPS& 
{4lr@aUT«> v^^LfflSa (Pestic. Blochem.Physlo 
I.. Vol. 10. 313(1979)) lC*|-rStfUfi#fce>nTlr> 50 



\zttLT& \,m*mmw*Wftm £*rr «s - 1 * jaw u 

[0 0 0 9] *&W<DG®f&ftX&Z>7>3 L -?<i>'>A 

mmmz^xit. ^^\z\tmmtsnx^tx^. 
K "J 7 iz&wzwwm&mttM&iz&^x^ h^DA 

btfh^nAci ORfl^&StfJCIfi^U 551c — 85 co 

T>^T-f ->>A,., Aib©^J®Kaiitt^ii 
ft) #33£9. ^n^i7>fT'f-»A.,fc < J:j; 

[o o i o] 7>^^i/>AiM texxfyy^-i^zs 

@£ffl<^T£&U ©iSf* (Strong, F. 

Topics iomicrobial chemistry, John Wiely an 
d Sons, Inc. , New York. (1958)) . 

[ooii] *&w<omm*. Knai&zMMiDJigot* 



—729— 



(4) 



#0i¥7- 1 9 6 4 8 9 



[0012] *»w«oai»loWWfl:K:Sfcortt, 

[0 0 14] K^SOtbTtt. W*tt5'3«. 9L 

[ooi5] miR^jtbT«, 0gA^x^r'j>^v>/ 
*>^a, ®ft:f6^is*fc«2i@R±^jD 

yai, TXyK ^P>v^ *>*/^X 
*x>». :/Ftftt, *>h-;k a-*u», 

[0 0 16] *fc&R^ftttH 
^JVK-feJWD-x (CAP) , £fc7*UJMR**£* 

-^s^^yxx^u^cD^u trx;n«»#tu 
[0017] ^^±ia^Bi^fiJcfes^3-^>f >^-rs 

J5fc# £ v -f * o # y *fe ; Wt U T a»k <E> JR Jt* 813? £ 21 £ L 

[0018] g^oga, a 



£:*ATtttt0. Ol-4mg/kg/00«iT* 
D, «P*L<tt«0. 0 2-1mg/kg/RT*0, 

/hjertttto. o i~2mg/kg/Btf>gear&rK 

»*U<ttJW0. 0 2-0. 5mg/kg/BOKir 
*&#«P«^©«£\ JftO. 0 0 1-0. 5m 
i0 g/kg/0(Dt5HT*^^ $fiL<ttJ^0. 002 
-0. lmg/kg/0O«iiT*S. 

[0019] &T&mm*m?x*&m&*e>iznmiz 

[0 0 2 0] 
[|^fi«] 

a? y>^T-f ~»Ai, lmg 
iJvjft 2 0mg 

?ltt 7 6mg 

lOOmg 

XfT'J >&Z?Z&2Jx 3mg 

±S 2 0 0mg 

ggW2 :fi3Sl 

T>^-7-f i>>Aib lmg 
rf Vfft 2 0 m g 

59 HIS 7 6mg 

lOOmg 

Xr7 T J >|SZ 2* 3ms 



r>5 i 'T-rv>A tl 



2 0 Omg 

lmg 
4 4 9mg 



maw 4 : m&mtm 

40 33ty7ifl 



4 5 Omg 

lmg 

4 4 9m g 



±M 4 5 0 m g 

[0021] mj&mi 



IE«»jB : t hJ^^ttftUB (IMR-90*a©) 
fSHEBSS : t hW#>Sfflj|& (A-549 IS©) 
t hfL^>«Ufi (ZR-75-1 ftBIB) 



2X l 0 5 cells/nl 
5x10 s cells/nl 
5x l 0 5 cells/nl 



-730- 



(5) 



4$8i¥7- 1 9 6 4 8 9 



t hm&M>m& (MIA PaCa-28RJ&) 5X10 



«*) • 

7>^v< -»A,> 

v-f hv-f x>C 

[0 0 2 21 (D 
MKM) IC. 1 OXO^rWMMH. XhI/^h^$/> id? 
1 0 Omy/LiiW-yU>Gl 0 0, 0 0 0#fi 
/LSrtaxfcigifc ^flfetBSI2-r^) tC, 9 6* 

«&0&aBl££mi$U 5%C0 2 , 9 5%^tf, 3 
[0 0 2 3] ?V3lffI<Z>»IJiaP3$t8tt. »-a-h7 



5 

eel is/ml 

;UU^F£, 5 0%x^/-^-USi (10 0/il 

[00243 &mm<omm$mfrm\*. TE$smm<?)is& 

b^JVUy K(Z>EtO&^S£ 1 0 0 £bfc<h^<7X 3£fc] 
*«<D»& (^??^%) ^<Z>*§j|l£^ 1 IC# 

fair*, 

[0 0 2 5] 
Ml] 













iitrjwf.i'n 


AS 

( Ug/ffll) 










IKR-90 


A-549 


ZR-75-1 


JUA-PaCa-Z 


*?shb£i 




0.1 

0.01 

0.001 


97 
103 
102 


2 

107 
107 


57 
105 
108 


5 
101 
102 




0. 1 

0.01 

0.001 


101 
103 
105 


2 
78 
106 


61 

82 
107 


7 
43 
105 




7 K'/77 


LOO 
10 

1 


14 
82 
B5 


34 
44 
85 


1 

73 
84 


11 
4 
56 




100 
10 

1 


49 
68 
99 


15 

39 
69 


I 

61 
95 


I 

6 
104 



[0 0 2 6] &lfrP>WP>&fcmz* *&mw<D7>* 

izK i,T&\,m$imm&&ftm&& uw*it^ 
*<t^hv^i/>cn ^mio^moo 



40 ^<nmm~c\t\i bJEi%mm\zmsT%mmmm<D 

[00 2 83 

[%9!to^3 *&mmA±:<Dmzm&2tiT^z><D 



DOCIO <JP_407 1 96489A_L> 



—731— 



" i 



